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PHSH5 VH (SEQ ID NO:129)
EVOLLESGGGLVQPGGSLRLSCAASGETFSSYAMSWVRQOAPGKGLEWVSAISGSGGSTYYADSV
KGRETISRDNSKNTLYLOMNSLRAEDTAVYYCAKYDGIYGELDFWGOQGTLVTVSS

PHOL3 VL (SEQ ID NO:128)
EIVLTOSPATLSLSPGERATLSCRASQSVSSY LAWYQOKPGQAPRLLIYDASNRATGIPARFESG
SGSGTDFTLTISSLEPEDFAVYYCQORSNWPLTEFGOGTKVEIK

Fig. 3
LC-MS Mouse PK SC
(3 animal pool)
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Fig. 4

LC-MS Monkey PK IV SC
(n=3, 1SEM)
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Fig. §

Food Intake in DIO mice post Compound1

‘ -o- Vehicle
— -# Compound1 0.1nmol/kg
% 3 -+ Compound1 0.3nmol/kg
= -+ Compound1 1.0nmol/kg
£ 21 —+— Compound1 3.0nmol/kg
B -©- Compound1 7.5nmol/kg
£ 14 & Dulaglutide 0.3nmol/kg
0 l :
| | | |
0 24 48 72

hr. post dose

TWO-way RM ANOVA, Tukey's
* p< 0.05 Vehicle vs. all groups
# p< 0.05 Vehicle vs Compound1
1.0, 3.0, and 7.5nmol/kg
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Fig. 6

BW change in DIO mice post Compound1

5-
-o- Vehicle
X 0 - Compound1 0.1nmol/kg
o -+ Compound1 0.3nmol/kg
= -¥ Compound1 1.0nmol/kg
5 -9 - Compound1 3.0nmol/kg
.‘g -©- Compound1 7.5nmol/kg
‘o104 -8 Dulaglutide 0.3nmol/kg
=
-154
hr. post dose
TWO-way RM ANOVA, Tukey's
* p< 0.05 Vehicle vs. all groups
# p<0.05 Vehicle vs. Compound1 1.0, 3.0,
7.5 nmol/kg and Dulaglutide
& p<0.05 Vehicle vs. all Compound1 groups
Fig. 7
Food Intake in DIO mice post Compound1
3.5+ .
-~ Vehicle
3N = Compound1 0.1nmol/kg
%2-5' -« Compound1 0.3nmol/kg
< 2.04 -+ Compound? 1.0nmol/kg
£ 5. -+ Compound1 3.0nmol/kg
3 8- Dulaglutide 0.3 nmol/kg
LE 1.04 n=8 all groups except
0.5 n=7 for Compound1 3.0 nmol/kg
' and Dulaglutide
0.0 I I I I TWO-way RM ANOVA, Tukey's

I I I I I *p< 0.05 Vehicle vs. Compound1 3.0 nmol/kg
60 1 2 3 4 5 6 7 8 and Dulaglutide

Days post initial dose # p< 0.05 Vehicle vs. Compound1 1.0 nmol/kg
& p< 0.05 Vehicle vs. Compound1 0.3 nmol/kg
A p< 0.05 Vehicle vs. Compound1 0.1 nmol/kg



WO 2018/081370 4/9 PCT/US2017/058455

Fig. 8

BW change in DIO mice post Compound1

L | b oooa
RN FE R R
) -& Compound1 0.1nmol/kg
e -5- -+ Compound? 0.3nmolkg
£ .10 # ~+ Compound1 1.0nmol/kg
S 15. - Compound1 3.0nmol/kg
% 2. & Dulaglutide 0.3 nmolkg
© Arrows indicate dosing of Compound? (Q3D)
; .25 Dg/ag/utide is dosed QD ‘ ' ‘
* N indicates BW measured in am prior to fasting
0 Days post initial dose Zwmoéﬁiyv'i%ﬁfﬁ.v éb;%ﬁeuyr;; 03,1.0,30
nmol/kg and Dulaglutide
# p<0.05 Vehicle vs. Compound1 0.1 nmolfkg
Fig. 9
Body Weight change in DIO mice
5'-1%12&45&786 .
o -¢- Vehicle
S - Compound1 0.1nmol/kg
%12 -+ Compound! 1.0nmollkg
¢ -+ Liraglutide 10nmol/kg
5191 -6~ Compound1 0.1nmollkg + Lira 10nmolikg
% -20- -8 Compound1 1.0nmol/kg + Lira 10nmol/kg
"0 ~25- Arows indicate dosing of Compound (Q3D)
; 304 &i'rag’lutide is dosed QD . ' .
indicates BW measured in am prior to fasting
-35- TWO-way RM ANOVA, Tukey's

iy *p< 0.05 Vehicle vs. all groups except
Days post initial dose Compount 0.1 nmolg
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